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Dockets Management Branch
Food and Drug Administration 340 Changebridge Road

5630 Fishers Lane, Room 1061
Rockville, MD 20857

P.O. Box 1000
Montville, NJ 07045-1000
Telephone: (973) 276-2000

Dear Sir or Madam:

Re: Docket No. 98P-0434

Berlex Laboratories, Inc. (“Berlex”) submits this supplement 1 to the June 12, 1998

citizen petition that Berlex submitted jointly with 3M Pharmaceuticals, a division of

Minnesota Mining & Manufacturing Company (“3M’), which requested the Food and

Drug Administration (FDA) to establish approval standards for generic transdermal

estradiol patches before approving any abbreviated new drug application (ANDA) for a

transdermal estradiol patch.

The purpose of this supplement is to alert FDA that, before making a decision on

Berlex and 3M’s citizen petition or on related pending ANDAs, FDA must ensure that all

letters and comments regarding the citizen petition that are sent to the Agency are

properly included in the public docket so that they maybe considered in any FDA

assessment of the issues raised in the June 12, 1998 citizen petition. This will require

FDA to seek proactively all such documents wherever they maybe in the Agency. This

1 An original and two copies of this supplement are being submitted to the Dockets
Management Branch. ●
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is a requirement not only of FDA’s regulations, 21 C.F.R. $$ 10.20(j)(l),

also of section 706(2) of the Administrative Procedure Act (APA), which

10.30(i), but

requires

procedural fairness in Agency actions, 5 U.S.C. $ 706(2); see also United States v. Dist.

Council of NYC& Vicinity of Carpenters, 880 F. Supp. 1051, 1066 (S.D.N.Y. 1995)

(“Procedurally, an Agency’s decision can be ‘arbitrary and capricious’ if it was not the

product of the requisite processes.”). In support of this supplement, we bring to the

Agency’s attention a pattern of inadequate control over this docket that has occurred over

the last nine months since Berlex and 3M’s original citizen petition was filed.

Berlex also has two other actions associated with this supplement. First, Berlex

submits this supplement to make a part of the docket a letter sent to the Office of the

Commissioner that has not been included in the public docket. Second, Berlex requests

the Agency to take measures to ensure that in the fiture all relevant letters and documents

submitted to the Agency with respect to this citizen petition and issue are properly

forwarded to the Dockets Management Branch in a timely manner for inclusion in the

public docket so that FDA will be able to consider such documents in its actions on this

citizen petition and on any related pending ANDAs.

FACTUAL AND LEGAL BACKGROUND AND DISCUSSION

Over the past several months, Berlex has observed that more than a couple of

documents that have been submitted to the Agency and that should be in Docket No. 98P-
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0434 have not been soplaced, as discussed below. Inaddition, Berlexhas alsonoted one

instance of a document haphazardly filed in the docket that should not have been filed.2

In December 1998, Berlex and 3M were informed that there were at least five

letters sent to the OffIce of the Commissioner regarding approval standards for generic

transdermal estradiol patches.3 On December 22, 1998, Ms. Craig reviewed the contents

of Docket No. 98P-0434 to see if the five letters in question had been forwarded by the

2 On February 16, 1999, Karen E. Craig, a legal assistant at Hyman, Phelps &
McNamara, P. C., reviewed the contents of Docket No. 98P-0434 and found a one-
page document in the docket that seems be out of place. (See attachment 1.) This
document, which appears to be the table of contents for a weight loss transdermal
patch product that is being advertised on the Internet, is completely unrelated to
Berlex and 3M’s citizen petition. Indeed, it is difficult to imagine how this
document can have relevance to the Climara docket. Ms. Craig therefore asked a
Dockets Management Branch official why this document was in Docket No. 98P-
0434, and he stated that it was placed in the docket because this docket is the only
docket that addresses transdermal patches. (See attachment 2, Declaration of
Karen E. Craig (Craig Decl. ~ 2.).)

3 The Commissioner’s office received the following letters: Wulf H. Utian, M.D.,
Ph. D., Professor, Chairman, and Director, University MacDonald Womens
Hospital, to Michael A. Friedman, M.D., Lead Deputy Commissioner, FDA (July
31, 1998); Joseph W. Goldzieher, M.D., Professor of Obstetrics and Gynecology,
Texas Tech University Health Sciences Center, to Michael A. Friedman, M.D.,
Lead Deputy Commissioner, FDA (Aug. 3, 1998); Susan Wysocki, RNC, NP,
President, National Association of Nurse Practitioners in Reproductive Health, to
Michael A. Friedman, M.D., Lead Deputy Commissioner, FDA (Aug. 5, 1998);
Judi L. Chervenak, M.D., Assistant Professor, Department of Obstetrics,
Gynecology, and Reproductive Sciences, to Michael A. Friedman, M. D., Lead
Deputy Commissioner, FDA (Oct. 26, 1998); Thomas Daschle, United States
Senator, to Jane Henney, M. D., FDA Commissioner (Dec. 7, 1998). All letters,
except the letter from Thomas Daschle, were copied to Douglas L. Sporn, Director,
Office of Generic Drugs, Center for Drug Evaluation and Research, FDA.
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Commissioner’s Office to Dockets Management Branch. After discovering that the

letters had not been placed in the docket, Ms. Craig asked a Dockets Management Branch

official whether Hyman, Phelps & McNamara could supply copies of the letters for

inclusion in the public docket. This official stated that the firm should not submit the

letters to the Dockets Management Branch because the Executive Secretariat of the Office

of the Commissioner will “log in” the letters, and the letters will eventually be forwarded

to the public docket. (Craig Decl. ~ 4.)

On that same day, R. Ian Kluge, also a legal assistant at Hyman, Phelps &

McNamara, spoke with Mr. Steven Smith of the Office of the Executive Secretariat,

Office of the Commissioner, to inquire about the absence of these five letters from the

public docket. (See attachment 3, Declaration of R. Ian Kluge (Kluge Decl. ~ 2.).)

Mr. Smith stated that it was the policy of the Office of the Executive Secretariat to

forward copies of letters sent to the Commissioner to the Dockets Management Branch

for filing in the appropriate docket. Mr. Smith also stated that the Office of the Executive

Secretariat received copies of all five letters in question and that at least two of the letters

were assigned tracking numbers.

By such efforts Berlex tried informally to have FDA “repair” this docket on its

own, but these efforts were unsuccessful. Accordingly, on January 8, 1999 – almost six

months after three of the five letters were sent to the Office of the Commissioner – Berlex
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and 3M submitted a third supplement to their citizen petition to bring to the Agency’s

attention the omission of these five letters from the public docket and to make these

letters a part of the public docket. (See attachment 4.) Berlex and 3M had hoped that

after bringing to the Agency’s attention the omission of the five letters from the public

docket, the Agency would ensure that all other letters and documents relevant to the

citizen petition in the fhture would be promptly forwarded to the Dockets Management

Branch for inclusion in the public docket. However, Berlex has once again learned that

FDA has failed to forward relevant letters to the Dockets Management Branch for

inclusion in the public docket.

On February 2, 1999, Berlex was informed that a sixth letter relevant to Berlex and

3M’s citizen petition was sent to the Office of the Commissioner but had not been

forwarded to the Dockets Management Branch. This letter, co-authored by Senators Tom

Harkin and Barbara Mikulski, was dated February 1, 1999. (See attachment 5.) As of

March 16, 1999, FDA had still not filed this letter with the Dockets Management Branch.

(Craig Decl. ~ 5.)

This latest omission further evidences FDA’s inadequate control over this docket.

Berlex and 3M have already brought this problem to the Agency’s attention, but

unfortunately, the Agency has not ensured that documents submitted to the

Commissioner’s Office – let alone to other parts of the Agency – are included in this
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docket in the Dockets Management Branch. Consequently, Berlex is again submitting a

supplement to this citizen petition with the hopes that the Agency will take steps to ensure

that all records which should be a part of this public docket are both included in the

docket and considered by the FDA before acting on either the June 12, 1998 citizen

petition or the pending ANDAs related to this petition.

All six of the letters sent to the Commissioner’s Office area part of the

administrative record for Berlex and 3M’s citizen petition. See 21 C.F.R. $ 10.30(i); see

also Bar MK Ranches v. Yuetter, 994 F.2d 735, 739 (1 Oth Cir. 1993) (stating that the

administrative record includes all documents the Agency relied upon or considered,

directly or indirectly). FDA should have placed copies of these letters in the docket for

public examination and copying. See 21 C.F.R. $$ 10.20(j)(l), 10.30(i).

Berlex is aware that these six letters were sent to the Commissioner’s Office only

because those letters have been brought to Berlex’s attention. Given that these six letters

were not forwarded to the Dockets Management Branch for inclusion in this docket, it is

reasonable to assume that other relevant letters and comments submitted to the Office of

the Commissioner, or to another part of FDA, have also not been forwarded to or

included in this public docket.
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Placement of all relevant comments and letters in the public docket is the only way

to provide notice to interested persons that such submissions have been made on the

citizen petition. Denying interested persons notice of the letters may actually “prevent[]

the presentation of relevant comment” on the citizen petition, and if the Agency makes a

decision on the citizen petition without the presentation of relevant comment, “the

Agency may be held not to have considered all ‘the relevant factors. ‘“ United States v.

Nova Scotia Food Products Co rp., 568 F.2d 240,251 (2d Cir. 1977). If the Agency does

“not take into account all relevant factors in making its determination,” then the Agency

action will be deemed arbitrary or capricious. ~; see also Citizens to Preserve Overton

Park, Inc. v. Volpe, 401 U.S. 402,416 (1971) (stating that, in determining whether an

Agency action is arbitrary or capricious, the court must consider whether the Agency’s

decision was based on a consideration of the relevant factors).

Furthermore, filing these letters and other similar documents in the public docket

is the only way to provide notice to both Berlex and 3M of the information that FDA

considered in arriving at its decision. Deciding on the citizen petition without including

such information in the record would be arbitrary and capricious Agency action. 5 U.S.C.

~ 706.
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Courts review informal Agency actions, such as decisions on citizen petitions,4 on

the “complete administrative record.” Flue-Cured Tobacco CooD. Stabilization Corp. v.

EPA, No. 93 CVO0370, 1996 U.S. Dist. LEXIS 16178, at *7 (M. D.N.C. 1996) (emphasis

added); 5 U.S.C. Q706. Due to FDA’s inadequate control over the management of this

docket, Berlex is not convinced or assured that the administrative record for the June 12,

1998 citizen petition is, to date, complete. Therefore, FDA must seek all relevant letters

and comments submitted to the Agency relevant to this petition to ensure that they are

included in the public docket. FDA can make a decision on the citizen petition and on

any pending ANDAs related to this petition@ it ensures that it has before it all

relevant comments and after it has considered all such relevant comments.

As noted in the third supplement to the citizen petition, a timely decision on the

citizen petition and on the accompanying stay petition is necessary to protect public

health and uphold the statutory requirements for ANDA approval. Therefore, FDA

should take appropriate action to complete the administrative record and to remedy the

problems associated with this docket as expeditiously as possible.

* * * *

Please contact the undersigned at (973) 276-2162 should you have any questions

regarding this submission.

4 The Commissioner’s final decision on a citizen petition is subject to judicial
review. 21 C.F.R. $ 10.45(d).
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Sincerely,

/b
BERL X ABORATORIES, INC.

ar n W. Brown
Associate Director
Drug Regulatory Affairs

cc: Douglas L. Sporn
Elizabeth Dickinson

SB/Ietter/climaOl7



“.I “! , ,“1- r“””””, =



EmpTechno Table of Contents Page
, .—-.

Page 1 of I

“Dorweigh!AII Natural Homeopath! ____Tra_nSjd.?.r.rn@!..p.?!kh!?--.—..-..——-—....———-.—.——-—-
stress__ReJi_ef,__s!.e.ep_.mh._.._!x_.. . .. . .. . ... . . .m!

~ TrimPatch Information - Clinical Study, Ingredients, FAQ.Testimonial’iSatisfaction Or your moneY back’
● t[rnpc!in
● Trim Patch _H_o_wdo.!@ WoI!!?
● Tr~rnFJat.chlgLe~! efltS
● Trirn_P~lCh_TES! irn@al.S
. T’firnpatch FAQ

● TrirnPaJcl’.CaY@t.e
Djsttib_uJo[aii9_6en9115
. cO_rnpensaji.On.PM
● EXT~--~UPP_O_~~.F_O_R_.M.Y_D.O_W.N~!.N~
● Conference Call

About US!

Contact Us!

Email_Us!

EmpTechno Table of Contents Page

Customer Seryice
● Exchange Poljcy

Links

New Products

a New Services

~ Orderjng lnfOr!TIat100

Q lnternet..OrdeGmg
● FAx.ocde’ing
● Telephone Ordering

~ Product .Pti.ce List

~ Products
● Weight .LOSS
● Stress Re.hef
. sleep Enhancement



2
___



Declaration of Karen E. Craig

I, Karen E. Craig, state as follow:

1. I am a legal assistant with the law fm of Hymaq Phelps & McNamarL P.C.

2. On February 16, 1999, I met with Lyle Jaffe of the Food and Drug

Administration’s Dockets Management branch about a document (LET1) filed in Docket

98P-0434. The document was submitted by EMP Techno and appears to have been

printed off an Internet site. The documeng which lists the table of contents for

information on “Natural Homeopathic Transdermal Patches for Weight Loss, Stress

Relief, Sleep Enhancement” and other ailments, seems to be misplaced. I brought this to

Mr. Jaffe’s attention, but he stated that the document was in the correct docket. He said

that Docket 98P-0434 is the only docket that addresses transdermal patches.

3. At the request of a co-worker, R. Ian Kluge, on December 22, 1998, I reviewed

Docket 98P-0434, and I did not see any entries for the letters referenced below:

. a July 31, 1998, letter from Wulf H, Utian, M. D., Ph. D., University MacDonald

Women’s Hospital, to Michael A. Friedman, M. D., Lead Deputy Commissioner,

FDA;



●

●

●

●

4.

an August 3, 1998, letter from Joseph W. Goldzieher, M. D., Texas Tech University

Health Sciences Center, to Michael A. Friedman, M. D., Lead Deputy Commissioner,

FDA;

an August 5, 1998, letter from Susan Wysocki, RNC, NP, President, National

Association of Nurse Practitioners in Reproductive Health, to Michael A. Friedm~

M.D., Lead Deputy Commissioner, FDA;

an October 26, 1998, letter from Judi L. Chervenak, M. D., Assistant Professor,

Department of Obstetrics, UMD New Jersey, to Michael A. Friedman, M. D., Lead

Deputy Commissioner, FDA; and

a December 7, 1998, letter horn Senator Thomas Daschle, United States Senate, to

Jane Henney, M.D.

After reviewing the docket, I spoke with Lyle Jaffe, of FDA’s Dockets

Management Branch, about the missing letters. I told him the letters were sent to the

Commissioner’s oflice but appear not to have been sent to the Dockets Management

Branch. I told him that Hyman, Phelps & McNamar~ P.C. was given copies of these

letters and asked whether we should provide copies to the Dockets Management Branch

for placement in the docket. Mr. Jaffe said not to file the letters with the Dockets

Management Branch because the Executive Secretariat of the OffIce of the

Commissioner would “log in” the letters, and the letters would eventually make their way

to the Dockets Management Branch.



5. On March 16, 1999, I reviewed Docket 98P-0434 to determine whether a letter

sent to Commissioner Henney from Senators Barbara Mikulski and Tom Harkin

regarding an abbreviated new drug application for a generic estradiol replacement

therapy patch had been placed in the docket. The letter, dated February 1, 1999, was not

in the docket.

I declare under penalty of perjury that the foregoing is true and correct.

,/ F/’

Kare~ E. Craig

Executed on March 22, 1999
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Declaration of R. Ian Kluge

I, R. Ian Kluge, state as follow:

1. I am a legal assistant with the law firm of Hyman, Phelps & McNamara, P.C. On

December 22, 1998, I spoke with a co-worker, Karen Craig, about five letters sent to the

Commissioner’s office that address the approval standards for generic transdermal

estradiol patches. I asked her to review Docket 98P-0434 to determine whether the

letters had been placed in the docket. The five letters I asked Ms. Craig to find are:

●

●

●

●

a July 31, 1998, letter from Wulf H. Utian, M. D., Ph.D., University MacDonald

Women’s Hospital, to Michael A. Friedman, M.D., Lead Deputy Commissioner,

FDA;

an August 3, 1998, letter from Joseph W. Goldzieher, M.D., Texas Tech University

Health Sciences Center, to Michael A. Friedman, M.D., Lead Deputy Commissioner,

FDA;

an August 5, 1998, letter from Susan Wysocki, RNC, NP, President, National

Association of Nurse Practitioners in Reproductive Health, to Michael A. Friedman,

M.D., Lead Deputy Commissioner, FDA;

an October 26, 1998, letter from Judi L. Chervenak, M. D., Assistant Professorj

Department of Obstetrics, UMD New Jersey, to Michael A. Friedman, M. D., Lead

Deputy Commissioner, FDA; and



. a December 7, 1998, letter from Senator Thomas Daschle, United States Senate, to

Jane Henney, M.D. *

Ms. Craig informed me that none of the letters appeared in the docket.

2. On December 22, 1998, I spoke with Steven Smith of the FDA’s Office of the

Executive Secretariat, Office of the Commissioner, regarding these missing letters.

According to Mr. Smith, it is the policy of the Office of the Executive Secretariat to

forward copies of letters sent to the Commissioner to “the appropriate dockets at Dockets

Management.”

3. Mr. Smith confirmed that the Office of the Executive Secretariat had received

copies of the above missing letters. In addition, he provided “tracking numbers” for two

of the five missing letters:

. Tracking No. 9808807 for the December 7, 1998, letter from Senator Daschle;

and

. Tracking No. 9807837 for the October 26, 1998, letter from Dr. Chervenak.

4. On January 5, 1999, I reviewed the index for Docket 98P-0434, and none of the

five letters sent to the Commissioner’s office was in the docket.

1 All of these letters, except the letter from Senator Daschle, were copied to Douglas
L. Sporn, Director, Office of Generic Drugs.



I declare under penalty of perjwy that the foregoing is true and correct.

R. Ian Kluge

Executed on March 22, 1999
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3M Pharmaceuticals 3JL4Center Butiding 260.6A-22

St. l%ul, MN 55144-1000

RECEIVED

JAN ~ 51999

SHARON BROWN
Janwuy 8, 1999

Dockets Management Branch
Food and Drug Administration
Room 1-23
12420 Parlclmvn Drive
Rochrille, MD 20857

Re: D~cket No. 98P-0434

Berlex Laboratories, Inc. (“Berlex”) and 3M Pharmaceuticals, a ditision of

Minnesota Mining and Manufacturing Company, (“3M”) submit this supplement to the

June 12, 1998 citizen petition which requested the Food and Drug Administration (FDA)

to est.ab[ish approva.t standards for generic transdennal estradiol patches before approving

any abbreviated new drug application (ANDA) for a transdermal estradiol patch. The

purpose of this supplement is to make a pti of the docket all the letters sent to the FDA

regarding approval standards for genetic transdenna! estradiol patches.

Berlex and 3M have been informed of five letters sent to the Uffice of the

Commissioner that are relevant to the issues raised in our June 12, 1998 citizen petition

but have not been included in the docket. These letters area part of the docket pursuant to

21 C,F.R, $$ 10.30(d) and 10.30(i)(2) and are being submitted with this supplement for

incorporation to ensure that they are included in the docket. The five letters are as

follows:

s WulfH. UtiaR M.D., Ph.D., Professor, Chainnaq and Director, University

MacDonald Wornens Hospital, to Michael A. Friedman, M.D., Lead Deputy

Commissioner, FDA (July 31, 1998),



;-, .,.
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■ Joseph W. Gddzicher, M D , Profkswx of Obstetrics ~d Qn=olOgy, Texss

Tech University Health Sciences Center, to Mchael A Fti*man, M.D., Lead

Deputy Commissioner, FDA (August 3, 1998).

x Susan Wysocki, RNC, NP, President, National Association of Nurse

Practitioners in Reproductive Health, to MiGhael A. Friedman, M.D.. Lead

Deputy Commissioner, FDA (August 5, 1998).

w Judi L. Cheme~ M.D., ksistant Professor, Department of Obstetrics,

Gynecology, ttnd Reproductive Sciences, to Mchael A. Friedman, M.D., Ixwd

Depu~ Commissioner, FDA (October 26, 1998).

@ Thomas Daschle, United States Senator, to Jane Henney, M.D., FDA

Commissioner (December 7, 1998).

Bedex and 3M are ccmcemed that other written comments sent to the FDA

regarding our June 12, 1998 citizen petitioq which have not btzm brought to our

uttention, EIso may not have been included in the docket. Before making a decision on

Berlex and 3M’s citizen petitio~ FDA must incqmrate d letters and written comments

regarding the citizen petition into the docket. This is a requirement of FDA’s regulations,

21 C,F.R 5$ 10,30(d), 10.30(i) and section 706(2) of the Mmirtiatrative Procedure Act

(APA), which requires procedural fairness in agency actions, 5 U.SC. $ 706(2).

Accordingly, we request the FDA to take the appropriate action to ensure that all other

written camments cmncemingthe June 12, 1998 citizen petition that have been received

by tic FDA be inea-poratcd into the docket. Bccuusc a timely dtision on this citizen

pmition, and on the -mpanying stay petition, is neeessary to protect public health and



uphold the statuto~ requirements for ANDA approva~ FDA should take all necemwy

action as expeditiously a9 possible,

Please contact Sharon Brown at (973) 276-2162 or Mary Mathisen

(6S 1) 733-9125 should you have any qumtiomiregardingthis submission

Sharon W. Brown Mtuy Mathkm
~~k Diraor R.egAdOry SpecisJist
Drug R&’gUlatoryA&airs 3M Pharmaceuticals
Berkx LdxX7Stitim klC.
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My 31, 1998

Michael A Friedm~ MD
Lead Deputy Commissioner
Food and Drug Adrninistraticm
5600 Fishers Lane
HF28114-7VPKLN
Rockvil!c,~ 20857

Dear Dr. Friedman: ●

I havs just become aware of a request to the USFDA of an ANDA fild by Bertek
Pharmaceuticals for a genetic multi-day extended release tiansderrnal mtrogeo skin patch. It is
my understanding chat Ciimara (Berlez Labg) is named as thu referenceddrug. I have been
involved in clinical researeh on numerousaspectsof estrogenreplacementfor the Pam 30 years.
& either principal investigator or senior co-investigator on a number of skin patch studies, there
appears to be ample evidence that the adhesive component of second generation patcheu wi.Uhave

a direct effect on estradiol absorptio~ patch adhesiaq skin initation and skin sensitization. I
therefore w-ite to you to expreaa my concam that any generic product appwed with the

objeaive of being the same M a cumently FDA approved referenced drug, indeed have all the
same qualities of the refwenced drug. I would therefore urge that the FDA requires equivalence
studies sirrilarlo thosethatwere originallyproduced for the reference dnig.

& both a clinkal researcher and clinieirq I have deep concern about the current trends of
managedwc organizations anverting patients from one drug to n so-called equkdent dru~
when equivalencedoes not in fact exist. The expected therapeutic outcome is not achiwed. and
increasedpressure is placed on ctinied resourcesto deal wkh theao changed outcomes in terms of
recurrence of symptoms,or meetingthe anticipatedapprovedIabclingoutcomes of the reference
drug by the rmv generic drug.

● ☛☛✎✎✎✎✌ ✎✎ ☛✌✌☛✌☛ ✎ ✎ ✎

✎ ✎ ✎ ✎ ✎ ✎ ✎ ✎ ✎ ✎ ✎✎☛ ✎ ✎ ✎ ✎ .4,
. . . . . . . . . . . . . . . . . . . . .
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Page 2
Ju[y31, 1998

I would be pleasedto explain them concerns in greater
Thark you for your bttentionm Ma marterof concern.

YQUmsincerely,

m

WHu:v-p

detail should you have My questions.

cc: Mr.Douglas L. Spore

&c: Kathy Wickmn
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JOSEPH W, GOLDZIEHER, M.D. ——
F.A.C.E.. F. A.C.O. G. DISTIKGUISUCD pEO?C5S0@ OF OSSTI?TPICS .!40 CVNCCQ~OCV

7KUS TECH U*JW-KITT HEALTH SC161WCS CEWIR
Scuoob or bocplclMe

AM4RILIA 7KU1

3 August 1998

Michael A Friedman, M.D.
Lead Deputy Cckunissioner
Food and Drug Administration
S600 Fishers Lmo
HF281 14-711 PKLN
Rockvllle MD 208S7

Dear Dr. Fritxhnan:

It has come to my atrention that there is currently an ANDA application for
a Bertek Pharmaceuticals ~sdermal estrogen patch that is using “C1imara” as the
reference drug. I am very concerned that a generic patch should have comparable,
verified pharrnacokinetic characteristics because Medicaid and various managd
care plans automatically substitute generics when available, and tis crndd result
in inadequate therapy in a large number of women if the generic patch ii not of
proven bioequivalrmce.

I have been concerned with the problcm of generic steroids for many years.
Some decades ago, when I was consultant in endocrinology to the U.S. Army and
U.S. Air Force base hospitals in San Antonio, there was a cluster of Addisotian
crises which were tracd to the Army’s subsciruting a generic cortisone “acetate
tablet for the brand product. There were fortunately no dearhs, but the experience
Iefi a mark on all concerned. I have been involved with data on bioequiwdence of .
contraceptive steroids and at onc time rccalcula[ed and published on an extensive
study, submitted by the manufacturer to the FDA, which well demonstrated the
equivalence of the generic to the reference brand, and also demonstrated the large
sample sizes and other parameters required for assurmce of bioequivalence.
Currently I am ve~ worried about potential problems with generic oral cstradiol,
and now I understand a generic mnsdermal pa[ch 1sunder study.

Such a device raises unique probIems. It is obvious that skin acceptability has
to be compared in ● variety of geographic regions at various seasons (temperature,
humidity, physical activity etc.), otherwise comparable acceptabili~’ and
compliance can not be assured. The relationship to variation in skin properties



clearly has important effects on transdermal passage and consequent blood levels.
It is extremely important ro know thw comparab~e levels of plasma estrarl.lol are
maintained out to the 7th day under various circumstances, WI given the large
individual variation in plasma levels that is obsemed with a single product, it
obviously requires a substantial comparative mudy for statistically acmptable proof
of comparable duration and adequacy of tra.mderm.al passage.

Since; estrogen replacement therapy is intended to be used for many years,
clearly small differences between products cm have a cumulative effect over the
long term; this makes it inwoaaing~y important m have thorough assurance of
bioequivalence.

I hope that these important issues will be tieu into consideration during
your evaluation proctxiure, so that tbe prescribing clinician, like myself, will not
evenrualIy discover to his dimaay that &o allegedly comparabl~ generic product is,
in tict, rmt comparable.

cc: Mr. Douglas L. Sporn
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J%ugIJsr5, 1998

Michael A. Friedman, M.D.
Lead Deputy Commissioner
Food and Drug Administration
5600 Fishers Lane
HF28/1+71/PKLN
Roclmilic, MD 20857

Dear Dr. Friedman:

The purpose of this letter is to express concern bOUK tk WA recently filed by Bmmk
Pharmaceuticalsfor a generic estrogen replacement t.hempy patch whichis usingClimara as the
reference product. Ahhough the active ingmdhmt is the same (ost=adiol), the make-up oftic
patch is difforerm We want to ensure that this product pctionns the same as C1imaM both in
tinns of what women san oxpeot from this product M WCIIas what our nurse practi[icrner
members, who are prescribers of this produc~ should IeJl their patients. T’hemforc, the follo~ng

information should be asceruined.

1.

2.

3.

4.

Is this product the same In Terms ofdhesion, Imltadon and sensitization?
Will women using this product expedience the same degree of symptom relisf and other
bcnefi~?
Will symptom relief and benefits be sustained over the period of time the generic patch is
worn?

Will the patch adhere for the 7-day WCAUperiod?

We believe that honnon”a replacement therapy has grcar health bertefirs to women. We also
recognize that women t%quently discontinue uso of hormone therapy due to a number of
raons, including side effects. difficulty mmembcring, and concerns about safety. Wc do not
want so see a product that will no~ live up to a woman’s expectations and cause her to
discontinue using HILT altogether.

As prescribers, we are all to aware that decisions about usc of gunoric drugs mby nol bo msdc by
us. Under Medicaid, managed care plans and certain other insurance program. genetics may IJO
subxitutcd even without our Irnowledgo. Thomfom, it is imperarivo that the FDA assures in
every way it can that generic substitutes do, in fact, proch.teethe same therapeutic results.

We ask that the FDAwithhold all approvals for the generic multi-day, extended release
transdmnAl estrogen patch unfil an adviwuy committee has had the oppottuniw to provide
guidanceto theFDAon the creation of standards for this drug catcgo~. Webelievethis
approach in tlto best intarcst of ourpatients,

National Associationof Nursc Pracllbrrtrs in Rcpmductiw Iicahh

S03 GpIto/ cour[, .V E jum JIJO ● Wwhqum. D C 2(XXN● 201-5+1.4693BFm 202.543-W58 ● .-mad nanprh~aol.eam
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Thank you foryour Corsldmarion of LMSmanner. Our patients count on us to have accurate
information and to provide dtem with thcmpcutic products that are of the highestquality. As
nmc pmetitionem, We couot on the FDA to carefidly consider &at every produet brought m the
market be of the highest quality.

.,

If you have any questions, plaase do not hesitate tn contact me.

President u

l%e National krociation of Mime PracrittomrrsinRcprdudw He& & a natkwml mwmbefikip
avuckatbn for mum precdttonem whh afocus in women’s an~or rqvoducttvc kcdrh. N4VPRU has
dcwdoped Gu!delinu for Pracrlcc and EducarionJor Women’s HeallA Nurm Racdrionars NAiVPRH’s
Accreditation Program u rrcogntidby the U.S. Depannunt oJEducadam

00: ~ous]~ Spore
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New Snmdck. NI 08901

Mkhael A Prbchnarv MD.
kd hputy Com.miasionw
?WCI and DzugAdI!UILI~bati~
5600 Fidwz G.ne
HFZ3/14-~/PICLN

Wckvdle, MD 20837

Dear Dr. Frtauhnm

It has raently come
currently mvinwing

to my atkmtion that the U.S. Food opcl Dmg Administration ia
an ANDA fbd for I genrrrk ntuJtldaV, extmdad-release

irarud&al 13RT pa-kh. r am qub concanu?dth;t the ~fi rnEy rbt tmrnta wven-day
eatradiol h.nmdtmml piitrh ● m txbnded rekae product nor w“II it require a
mult$ple dine, Qtmady-Etate●kxly to h conductad b eota]diah biouquivalenre. As ●

rqwductfve endocrinolqpst qwhking k heakhme of the making womuL
including pcrimenopmiaeand menopauac, I cwtornk patient therapy depd.hg on ●

pdient’c symptoms and hiahxy, For patientswith Ndcuy $f IAVLU dkase, gallbladder
diaeane, high trlglyceridea, hot fkshes and Mdschm nmiting km hormcnul
fluctuations. em .tid.d ml~ec, multipledose product FyhlchKWVM tteady dab+
Wda Is cWn my therapy af choke tO l-t amaWa@ qm ‘,kmw ufely. Should i non

fskady ShtC betad, non exknded mbw ind non multipe dose pneric become the

oniy option availab~e to my pitienb via i.rwwwe compwf) coverage, ekt, I fear tit
their heshhcarr may greatly b Jeopardi.axi LrIaddition to the ●bove, I t%elthst e
6onetric must b coxnple~ly ~ulvalant to the excellent pmduch new sv.;l.bl.

xugardfrig Aaorptiom cdheiom imibtlon, semtd-tion ek,

m
;



Mkhud A. I%dmnm M.D.
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Page 2

Lnsummuy, Jrcsp=lfully request that my conmrnsfw padtmt therapy be coruidemd.
With the coming of age of the baby lmoxnem,mom and mtpa womn MI k qmding
at had a thirdof thafr lives in the menopau~. ItJs imj,~rtant ?.3W they b ahla b
+tain medic-dam which will m-- their hdthum .wd tlwmby Qwkquality of
Me in their his yem. Sincatheseptuduch am now avdkble, it would be poor
pMe@ cam b only offer them substandardmedM4.cm@.

Stnc8m!y,

AmidMt Profe8a0r,Dqmtmnt of 0b8t8trlc8,
@’MCO)O~ ●nd &pdUCtiV@ %.kWm

cc! Mr. Dqlu L Span
13~, OH’Amof CkrwrfcDmlge(HFIxwO)
M* for Drug Evdtlation d Ikauch
Food and DrusAChhddMtiO~

Maeo Park N* 2
7S003candkh Fkm Kocun236
Roc&ville,MD 20855
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Jw18Hcnney. -MD
FocdaudDlu ~~m
P8rklawn mi IL g. mm 14-71
S&JoKsb hutc
-Wk MD 20857

B8r3iuM

Whiksthosa titicor=sn$ hawtid-y bahwtiu biwxNIvalu=Y% udd~AW m
mum$sdulg-lic

r tofdudmgtblivury=$%?o~??”
Kisrlmbblcnm luddermmhdrlgk

tlwy Itvu SUgpsmd at a prw ~
the gcrtcric product boiwlwkd in13A’s mm, lb quo tWFDA should cunsi r
JX-ridhlJp@oftio &hvW !lwcbanlsmm therBIJ w effrmiwzmssand 0V8raUMXy of W
newkeauaonl.

Wilhbestwichtx. I Un

Simcdy,

TorP 12uKhlc
UairdS* Scwb

TAIMzI
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‘MM States &nm
WASHINGTON, DC 201310 “

Fcbnaay 1,1999

We E. ~OlnC)’, M.D.
Coxzudasbacr
Fad ad Drug Adxni&tration

5600 Fishers Lane
ROChib, MD 20857

Duiu Dr. ?kmey

It b cwne @ our atwntion tit FDA has reuived sa abbreviszed S8W C@ qplicarion

for a g~uric cstradiol rcplacun~ therapyparch We applud this deVelopmcElas w+M.uion
thaI be privak acctor is rcqmdbg w b hkoric ~q k rmareh and resources devoted w
women’s heakh imxs. Howver, some have ?~ti c~ct~ 10M ngdi.ng the review

cxi[eria FDA will w to detarnine whothcr ar rux w approve a generic ~uduq and we wkh to
Kiay tDyo~ withoutprsljudju, those Cfmcarlxi.

We beliew the bio+quivalcncy nandstrd FDA will use m asacss a gtmnic product ida
reliable mcana ef detm”ning a dng’s safety and OMcacy. But mmo individuals have eqzremc!
b bel.!of U u that a parallel asacssmcru of tic @ drdivcrymechkn developsdfor tie
gmde produat ought to be ticiudcd b your rcv{cw. Wc have been told that FDA ou@ to
consider ?ho_-id impact of the delivery mccktism on the rslativc cffccnveness and sald[y
of be W 8ta5neaL

Sinc43rely,

Twsc


